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2. OBJECTIVES

Primary Objective:

a) Determine the serologic response against VZV after completing the SHINGRIX (RZV) 2-

dose vaccine series in the following populations:

a. Chronic lymphocytic leukemia (CLL) patients that are treatment naïve (n=54)

b. CLL patients receiving treatment with ibrutinib (n=27)

c. CLL patients receiving treatment with acalabrutinib (n=27)

Secondary Objective:

a) Determine the safety and tolerability of the SHINGRIX vaccine among CLL patients who 

are treatment naïve or receiving a Bruton’s-tyrosine kinase inhibitor (BTK-I) (ibrutinib or 

acalabrutinib).

Exploratory Objectives:

a) Compare SHINGRIX vaccine response rates in patients on BTK-I treatment (ibrutinib and 

acalabrutinib) to response rates in treatment naïve CLL patients.

b) Compare SHINGRIX vaccine response rates between patients on ibrutinib and patients on 

acalabrutinib.

c) Assess changes in VZV specific T cell mediated immunity in CLL patients following 

SHINGRIX vaccination

d) Assess kinetics of humoral and cell mediated immunity in CLL patients following 
SHINGRIX vaccination

3. BACKGROUND

3.1. Clinical Background

This study aims to determine the efficacy of the SHINGRIX VZV vaccine in CLL patients that 

are treatment naïve or receiving BTK-I therapy.

Immune dysregulation is a hallmark of CLL, making these patients particularly vulnerable to 

infectious complications. Infections remain a major cause of death in patients with CLL.1 The 

implementation of vaccination strategies provides the opportunity to deliver high-value, cost-

effective care interventions. 
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The following table lists the most frequently reported vaccine related adverse events (VRAEs) 

in subjects receiving SHINGRIX18:

Serious Adverse Events (SAEs)

In the 2 studies, SAEs were reported at similar rates in subjects who received SHINGRIX (2.3%) 

and placebo (2.2%) from the first administered dose up to 30 days post last vaccination16,17. 

SAEs were reported for 10.1% of subjects who received SHINGRIX and for 10.4% of subjects 

who received placebo from the first administered dose up to 1 year post last vaccination. 

Vaccine related serious adverse events (VRSAEs) were very rare, occurring overall in 0.2% of 

all patients receiving SHINGRIX (see table below for details)16:
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Optic ischemic neuropathy was reported in 3 subjects (0.02%) who received SHINGRIX (all 

within 50 days after vaccination) and 0 subjects who received placebo; available information is 

insufficient to determine a causal relationship with SHINGRIX.

3.4.     Clinical and Scientific Justification

This study aims to provide critical information to clinicians and patients about the utility and 

feasibility of the SHINGRIX vaccine series administration in CLL patients who are treatment 

naïve or receiving BTK-I therapy.
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the subject’s Clinical Center medical record. A copy of the signed consent will be given to the 

subject.

6. TREATMENT PLAN

6.1. Dosing Regimen

SHINGRIX (Zoster Vaccine Recombinant, Adjuvanted) - A series of 2 doses (0.5 ml each) will 

be given on a 0- and 3- months (+/- 15-day window) schedule via intramuscular injection. 

6.2. Holding of Vaccine Administration

If medically necessary reasons to hold SHINGRIX occur during treatment (i.e. active systemic 

infection, impending workups for diagnostic and/or therapeutic purposes), SHINGRIX can be 

held based on the study team’s discretion and given when it is deemed safe. Longer than 

recommended intervals between doses do not reduce final antibody concentrations, although 

protection might not be attained until the recommended number of doses has been 

administered. Thus, an interruption in the vaccination schedule does not require restarting the 

entire series of vaccination or adding extra doses. If the vaccination series is interrupted after 

the first dose, the second dose should be administered as soon as possible. Subjects who 

receive the second SHINGRIX vaccine outside the +/- 15-day window period can receive the 

second vaccine dose but will be excluded from the final efficacy analysis.

6.3. Permanent Discontinuation of Vaccine Administration

The study will be monitored to ensure that the occurrence of a specified set of vaccine related 

serious adverse events (VRSAEs) that occur during the treatment period does not substantially 

exceed an anticipated rate. VRSAEs may not exceed the reported rates in the Shingrix vaccine 

package insert. 

Subjects who are unable to receive the second SHINGRIX vaccine will be followed for safety. 

All adverse reactions that started within 7 days after study vaccine administration will be 

followed until resolution.

7. CLINICAL MONITORING

Samples will be ordered and tracked through the CRIS screens. Should a CRIS screen not be 

available, the NIH form 2803-1 will be completed and will accompany the specimen and be filed 

in the medical record. 

Results from other NIH protocols may be used as a part of the study evaluation. 
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The primary use of the samples is described in section 2 and section 8 of this protocol. 

Research blood specimens will be stored for potential future assessment of future descriptive 

or exploratory ancillary research studies. 

9.3. Procedures for stored specimens

All samples will be stored under the direction of the PI of the study. Research samples will be 

stored using BSI in accordance with NHLBI DIR Biospecimen policy. All laboratory personnel 

with access to subject information will complete the NIH online course in Protection of Human 

Subjects. Laboratory personnel are assessed for competency prior to being permitted to work 

with research subject samples. Efforts to ensure protection of subject information include:

The laboratory is located in a controlled access building and laboratory doors are kept locked 

at all times. Visitors to the laboratory are required to be accompanied by laboratory staff at all 

times. 

Hard copy records or electronic copies of documents containing research subject information 

are kept in the locked laboratory or other controlled access locations. 

An electronic database is used to store information related to research subject samples 

processed by the laboratory. 

Upon specimen receipt each sample is assigned a unique number. 

Vials holding research subject samples are labeled with the sequential laboratory accession ID 

number that does not contain any personal identifier information. 

9.4. Tracking

Samples will be ordered and tracked through the CRIS Research Screens. Should a CRIS 

screen not be available, the NIH form 2803-1 will be completed and will accompany the 

specimen and be filed in the medical record. Samples will not be sent outside NIH without IRB 

notification and an executed MTA or CTA. 

9.5. End of study procedures

Samples from consenting subjects will be stored until they are no longer of scientific value or if 

a subject withdraws consent for their continued use, at which time they will be destroyed. 

At the closure of this study, remaining samples from research subjects will be transferred to an 

NHLBI approved biorepository.

9.6. Loss or destruction of samples
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Severity

Definitions found in the Common Terminology Criteria for Adverse Events version 5.0 (CTCAE 
v5.0) will be used for grading the severity (intensity) of AEs:

1 Mild Asymptomatic or mild symptoms; clinical or diagnostic 

observations only; intervention not indicated. 

2 Moderate Moderate; minimal, local or noninvasive intervention indicated; 

limiting age-appropriate instrumental ADL* 

3 Severe Severe or medically significant but not immediately life-

threatening; hospitalization or prolongation of hospitalization 

indicated; disabling; limiting self-care ADL**. 

4 Life-

threatening

Life-threatening consequences; urgent intervention indicated. 

5 Death Death related to AE 

*Instrumental ADL refer to preparing meals, shopping for groceries or clothes, using the 

telephone, managing money, etc. 

**Self-care ADL refer to bathing, dressing and undressing, feeding self, using the toilet, taking 

medications, and not bedridden.

Attribution of Adverse Events

Relationship Attribution Description

Unrelated The AE is clearly NOT related to the 

intervention

Unrelated to 

intervention

Unlikely The AE is doubtfully related to the 

intervention

Possibly The AE may be related to the intervention

Probably The AE is likely related to the intervention

Related to 

intervention

Definitely The AE is clearly related to the intervention

Pregnancy
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Before study enrollment, females of childbearing potential must agree to use contraception 

while vaccines are being administered. However, should a pregnancy occur in a female study 

subject, consent to provide follow-up information regarding the outcome of the pregnancy and 

the health of the infant until 30 days old will be requested.

A female subject must immediately inform the Investigator if she becomes pregnant from the 

time of consent to 90 days after the last dose of vaccine. The Investigator should counsel the 

subject, discussing any risks of continuing the pregnancy and any possible effects on the fetus.

Although pregnancy itself is not regarded as an adverse event, the outcome will need to be 

documented. Any pregnancy occurring in a subject or subject’s partner from the time of consent 

to 90 days after the last dose of vaccine must be reported. All pregnancies will be followed for 

outcome, which is defined as elective termination of the pregnancy, miscarriage, or delivery of 

the fetus. Any congenital anomaly/birth defect noted in the infant must be reported as a serious 

adverse event. 

11.3. Documenting and Reporting of Adverse Events and Serious Adverse Events

Investigators will assess the occurrence of AEs and SAEs that start within 7 days after the first 

and second vaccine dose at all subject evaluation time points during the study. All AEs and 

SAEs whether volunteered by the subject, discovered by study personnel during questioning, 

or detected through physical examination, clinically significant laboratory test, or other means 

will be recorded in the subject’s medical record.

Additionally, research subjects will receive an adverse event diary. Subjects will be asked to 

document any local (injection site) or systemic adverse effects that start within 7 days after 

receiving the first and second vaccine dose. Subjects will also be given contact information of 

at least one study team member, in order to address any potential questions or concerns about 

the vaccine and/or adverse effects. (See appendix B for adverse event diary). 

All adverse reactions that started within 7 days after study vaccine administration will be 

followed until resolution, or until the Investigator assesses the subject as stable, a new 

anticancer therapy is initiated, or the subject is lost to follow-up or withdraws consent. 

Resolution/stable means the subject has returned to baseline state of health or the Investigator 

does not expect any further improvement or worsening of the event. 

In view of the underlying illness of CLL, many patients will enter the study with abnormal 

blood counts that would meet criteria as grade 3 toxicity, and thus AEs regarding hematologic 
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lab values including thrombocytopenia, anemia or leukocytosis will not be evaluable. 

However, we will collect hematologic laboratory values in the subject’s source documents.

11.4. NIH IRB and CD reporting 

Expedited Reporting

Events requiring expedited reporting will be submitted to the IRB per Policy 801 “Reporting 

Research Events”.

Reports to the IRB at the time of Continuing Review:

The PI or designee will refer to HRPP Policy 801 “Reporting Research Events” to determine 

IRB reporting requirements.

Reports to the CD:

The PI or designee will refer to NHLBI DIR Policy to determine CD reporting requirements and 

timelines. 

12.BIOSPECIMEN AND DATA MANAGEMENT PLAN

12.1. Data Management

The principal investigator will be responsible for overseeing entry of data into an in-house 

password protected electronic system and ensuring data accuracy, consistency and timeliness. 

The principal investigator, associate investigators/research nurses and/or a contracted data 

manager will assist with the data management efforts to ensure that data is verifiable and 

evaluable. Data will be abstracted from Clinical Center progress notes as well as from progress 

notes forwarded from the subjects’ home physician. Laboratory data from NIH will be imported 

electronically from CRIS into an in-house clinical trial database. Laboratory values from 

referring home physicians will be entered into the system. 

We will maintain the confidentiality of identifiable private information collected in this Clinical 

Trial and protect the privacy of the individual human subjects. Primary data containing 

individually identifiable information obtained during the conduct of the protocol will be kept in 

secure network drives or in approved alternative sites that comply with NIH information security 

standards. Neither individual personal identifiers nor the key linking coded data to individuals 

will be released to third parties without prior IRB approval and an executed CDA or MTA. 

Identifiable data will not be sent outside NIH without prior IRB approval or appropriate conditions 

for disclosure outlined in the executed CDA or MTA. 
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12.2. End of study procedures

Data will be stored in locked cabinets and/or in a password protected database until it is no 

longer of scientific value.

12.3. Loss or destruction of data

Should the research team become aware that a major breach in the plan to protect patient 

confidentiality and trial data has occurred, the IRB will be notified.

12.4. Publication Policy

Given the research mandate of the NIH, patient data including the results of testing and 

responses to treatment will be entered into an NIH-authorized and controlled research 

database. Any future research use will occur only after appropriate human subject protection 

institutional approval such as prospective NIH IRB review and approval or an exemption from 

the NIH Office of Human Subjects Research (OHSR). 

12.5. Data Sharing and Future Use of Data

Research data may be shared with qualified non-collaborator recipients following publication of 

the primary research results after removal of PII and IRB approval.  Future research use of data 

not defined in the research protocol may occur only after IRB review and approval or an 

exemption from the NIH OHSRP.  Refusal of a research subject participant to permit future use 

of data--other than required in the protocol --will be honored.  Limitations in data sharing and 

future use of data due to contractual obligations (e.g., CRADAs) or intellectual property 

proceedings (such as patent filings) will be honored.

12.6. Future Use of Biospecimens

Following analyses of biospecimens for primary research purposes, remaining samples suitable 

for future research will be stored in manner that conforms with DIR policy (such as BSI) or in a 

publicly accessible research biospecimen repository following IRB or OHSRP approval, as 

applicable. Biospecimens may be destroyed only when permitted by the clinical director and 

the IRB.

Any future research use of biospecimens not defined in the protocol in which NHLBI 

investigators are engaged in research (e.g., they are undertaking research activities and hold 

the key that identifies research subjects) requires IRB review and approval. Coded 

biospecimens (NHLBI investigators hold the key that identifies research subjects) to be shared 

outside of NIH for future research use requires IRB review and approval (for research 
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collaborations) or submission of a determination to OHSRP (for non-collaborative research), 

and an executed transfer agreement.  Unlinked biospecimens (no key to identify research 

subjects exists) to be shared outside of NIH for future research use requires submission of a 

determination to OHSRP and an executed transfer agreement.  There are a few types of 

biospecimens that do not require IRB or OHSRP approval for future research use outside of 

NIH, such as specimens from deceased individuals (refer to OHSRP SOP5, Appendix A for 

complete list); an executed transfer agreement is required in these special cases.  Refusal of a 

research subject participant to allow for future use of identifiable biospecimens--other than 

required in the protocol or for appropriate regulatory purposes --will be honored.

13.HUMAN SUBJECTS PROTECTION

The investigator(s) accept their responsibilities for protecting the rights and welfare of human 

research subjects and will permit, with reasonable advance notice and at reasonable times, the 

designated research monitors to monitor the conduct of the research, as well as to audit source 

documents to the extent necessary to verify compliance with FDA Good Clinical Practice and 

the approved protocol.

13.1. Rationale for Subject Selection

Subjects from any gender and all racial/ethnic groups are eligible for this study if they meet the 

eligibility criteria. CLL are rare neoplasms that comprise a substantial proportion of all leukemia 

in middle-aged persons and most commonly occur among elderly persons in western 

populations.

In order to avoid issues with language barriers and the potential inaccuracies in the study team’s 

understanding completion of the AE diary, the investigators have decided not to enroll non-

English speaking subjects.

13.2.  Special Patient Populations

Justification for exclusion of patients with hereditary or acquired immunodeficiency 

syndromes

Vaccine efficacy is known to be decreased in patients with immunodeficiency. The purpose of 

this study is to determine whether patients with CLL (itself known to cause immunodeficiency) 

can mount an immune response to vaccines. Including patients with additional 

immunodeficiency states would be a potential confounding factor.

Justification for exclusion of pregnant women
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A CRADA is being executed between NHLBI and Dr. David Koelle, University of Washington, 

Seattle, WA to assess changes in VZV specific T cell mediated immunity in CLL patients 

following SHINGRIX vaccination. NHLBI will provide de-identified peripheral blood samples 

for analysis.

14.PHARMACEUTICALS

14.1. SHINGRIX

Product description

SHINGRIX is commercially available and FDA approved. Note for more detailed and 

comprehensive background information please refer to the SHINGRIX package insert.18 

The study team with refer to the most recent package insert for prescribing information. Storage, 

preparation, dosage and administration will be performed per the CCND policy for Medication 

Preparation and the SOP for Medication Administration.

Co-Administration of Other Vaccines

Subjects may receive a different vaccine on the same day as SHINGRIX. If subjects receive 

two vaccines on the same day each vaccine must be administered in a separate extremity. 

Local adverse reactions will be attributed to the vaccine that was given at the involved local 

site. Systemic reactions that are expected as per the package insert(s) will be attributed to both 

vaccines.

14.2. FDA regulatory considerations

An IND application with the FDA is not required for this project.  The proposed research with 

the SHINGRIX vaccine meets the exemption requirements noted in 21 CRF 312.2, specifically: 

1. The drug product is lawfully marketed in the United States.

2. The investigation is not intended to be reported to FDA as a well-controlled study in support 

of a new indication and there is no intent to use it to support any other significant change in the 

labeling of the drug. 

3. In the case of a prescription drug, the investigation is not intended to support a significant 

change in the advertising for the drug. 

4. The investigation does not involve a route of administration, dose, patient population, or 

other factor that significantly increases the risk (or decreases the acceptability of the risk) 

associated with the use of the drug product (21 CFR 312.2(b)(1)(iii)).
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5. The investigation is conducted in compliance with the requirements for review by an IRB 

(21 CFR part 56) and with the requirements for informed consent (21 CFR part 50). 

6. The investigation is conducted in compliance with the requirements of § 312.7 (i.e., the 

investigation is not intended to promote or commercialize the drug product).
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16.APPENDIX

16.1. Appendix A – Schedule of Events

Footnotes for Schedule of Events:

[R] Optional, drawn at discretion of clinical team 

X Mandated

Y Mandated, unless HLA-Typing has already been performed as part of a prior protocol at NIH

X* Mandated for women of childbearing potential only

X** Mandated only if no HIV test available within 365 days prior to first vaccine administration

C Chart Review
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16.2. Appendix B – Adverse Event Diary for Patients
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